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Pending Claims 



1. (Previously presented) A method for producing a population of genetically altered human 
embryonic stem (hES) cells, comprising: 

a) obtaining a population of hES cells essentially free of feeder cells; and 

b) transfecting the cells with a polynucleotide while being cultured on an extracellular matrix 
in a medium conditioned by fibroblast feeder cells, wherein the polynucleotide comprises a 
protein encoding region operably linked to a promoter that promotes transcription of the encoding 
region while the celts are undifferentiated, 

thereby producing genetically altered hES cells that express the protein while 
undifferentiated. 

2. (Original) The method of claim 1, further comprising preferentially selecting cells that have been 
genetically altered with the polynucleotide. 

3. (Previously presented) The method of claim 1 , wherein the human embryonic stem cells are 
maintained in an environment comprising extracellular matrix components and a conditioned 
medium produced by collecting medium from a culture of feeder cells. 

4&5. CANCELLED 

6. (Previously presented) The method of claim 1 , wherein the polynucleotide is selected from an 
adenoviral vector, a retroviral vector, and a DNA plasmid complexed with positively charged lipid. 

7. CANCELLED 

8. (Previously presented) A cell population comprising undifferentiated human embryonic stem 
(hES) cells cultured on an extracellular matrix in a medium conditioned by fibroblast feeder cells, 

wherein the population comprises cells expressing a protein from a heterologous 
polynucleotide in which an encoding region for the expressed protein is operably linked to a 
promoter that promotes transcription of the encoding region while the hES cells are 
undifferentiated. 

9. (Previously presented) A cell population comprising undifferentiated hES cells cultured on an 
extracellular matrix in a medium conditioned by fibroblast feeder cells, 
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wherein the population comprises cells stably transfected so as to express a protein from a 
heterologous polynucleotide in which an encoding region for the expressed protein is operably 
linked to a promoter that promotes transcription of the encoding region while the hES cells are 
undifferentiated. 

10 to 12. CANCELLED 

13. (Previously presented) The cell population of claim 8, in which at least 90% of the 
undifferentiated hES cells have been genetically altered. 

14. CANCELLED 

15. (Previously presented) The cell population of daim 9, in which at least 90% of the 
undifferentiated hES ceils have been stably transfected. 

1 6. (Previously presented) A method for producing genetically altered differentiated cells, comprising 
differentiating the cells of claim 9. 

17. (Previously presented) A method for producing genetically altered differentiated cells, 
comprising: 

a) obtaining a population of hES cells essentially free of feeder cells and maintained on an 
extracellular matrix in a medium conditioned by fibroblast feeder cells; and 

b) transfecting at least some of the celfs in the composition with a polynucleotide, thereby 
producing genetically altered cells; and 

c) causing the genetically altered ceils to differentiate into a population of neural cells or 
hepatocytes. 

18. (Previously presented) The method of claim 16, whereby the genetically altered cells are 
differentiated into neural cells. 

19. (Previously presented) The method of claim 16, whereby the genetically altered cells are 
differentiated into hepatocytes. 

20. (Previously presented) The method of claim 17, whereby the differentiated cell population is over 
60% neural cells. 

21. (Previously presented) The method of claim 17, whereby the differentiated cell population is over 
50% hepatocytes. 

2 
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22. (Previously presented) The method of claim 1 , wherein the polynucleotide encodes a drug 
resistance gene. 

23. (Previously presented) The method of claim 2, wherein the selecting comprises culturing the 
cells in the presence of a drug to which genetically altered cells in the population are resistant. 

24. (Previously presented) The method of claim 1 , wherein said promoter is selected from the EF1a 
promoter and the PGK promoter. 

25. (Previously presented) The cell population of claim 8, wherein said promoter is selected from the 
EF1a promoter and the PGK promoter. 

26. (Previously presented) The cell population of claim 9, wherein sajd promoter is selected from the 
EF1a promoter and the PGK promoter. 

27. (Previously presented) The cell population of claim 8, which consists of human cells. 

28. (Previously presented) The cell population of claim 9, which consists of human cells. 

29. (Previously presented) The cell population of claim 8, wherein the protein is a factor that 
supports growth of the hES cells. 

30. (Previously presented) The eel) population of claim 29, wherein the protein is a fibroblast growth 
factor. 

31 . (Previously presented) The cell population of claim 8, wherein the protein is a detectable label. 
32 (Previously presented) The ceil population of claim 31 , wherein the label is a fluorescent label. 

33. (Previously presented) The cell population of claim 32, wherein the label is selected from 
luciferase and green fluorescent protein (GFP). 

34. (Previously presented) The cell population of claim 31 , wherein the label is a cell surface protein 
detectable by antibody staining. 
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35. (Previously presented) The cell population of claim 31 . wherein the fabel is an en2yme. 

36. (Previously presented) The cell population of claim 35, wherein the label is selected from alkaline 
phosphatase, (S-gaJactosidase, and neophosphotransferase. 
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Remarks 

This paper is subsequent to the Amendment and Response filed in this application under 
37 CFR § 1.116 on September 10, 2004, April 7, 2005, and May 13, 2005. 

The effect of this paper inter alia is to extend the pendency of this application and give 
applicant and the Examiner a further opportunity to put the application in condition for allowance. 

Further consideration and allowance of the application is respectfully requested. 

Rejections under 35 USC $ 1 12 IT 1: 

The pending claims stand rejected under the enablement requirement of § 1 12 SI 1. The Office 
Action of June 10, 2004, indicates that the specification is enabling for methods of obtaining or 
producing genetically altered hES cells in the absence of feeder cells on an extracellular matrix in a 
medium conditioned by feeder cells. 

The claims are herein amended as recommended by the Examiners. The cells are explicitly 
involve culturing the hES cells on an extracellular matrix in a medium conditioned by fibroblast 
feeder cells. 

Accordingly the rejection made in the previous Office Action is moot. Applicant maintains 
that the application as filed is enabling for further methods of making genetically modified cells, 
coverage for which will be pursued in a related application. 

Claims 17-21 relaie to hES cells differentiated into populations of neurons or hepatocytes* 
The present application as filed describes a method for differentiating hES cells into populations 
comprising over 90% neural cells (page 20, lines 18-31). This is an embodiment of the method 
described in U.S. Patent 6,833,269 and its priority application, filed May 17, 2000. The present 
application as filed also describes a method for differentiating hES cells into populations comprising 
over 80% hepatocyte lineage cells (page 20, Hne32 to page 21, line 2). This is an embodiment of the 
method described in U.S. Patent 6,458,589 and its priority application, filed April 27, 2000. 

Withdrawal of the rejection under § 112 % 1 is respectfully requested. 

Double Patenting 

Certain claims in this application were rejected for obviousness type double patenting over 
claims 62 and 63 of USSN 09/530,346. This application has since been issued as U.S. Patent 
6,800,480. The corresponding claims in the issued patent are claims 10 and 11. 

6 
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The reason given for this rejection in the January 1& 2004 Office Action is that the method 
claims in the present application are the only way of making the genetically altered cells in the 
6,800,480 patent. 

Applicants respectfully submit that this rejection is also moot irj view of the amendments to 
the claims made before and herein. The 6,800,480 patent does not explicitly claim genetically altered 
cells cultured on an extracellular matrix in a medium cultured by fibroblast feeder cells. There are 
certainly other ways of making genetically altered pPS cells. For example: 

• bES cells can be transfected with such agents as Lipofectamine 2000™ and FuGene™ 
while being cultured on a feeder layer of normal primary mouse fibroblasts. This is 
illustrated in the specification in Example 3. 

• hES cells can be grown on a layer of feeder cells made to be drug resistant, genetically 
altered, and then selected using the corresponding antibiotic. This is exemplified in the 
specification in Example 5, and previously presented in claim 4, which has since been 
cancelled, 

• hES cells can also be genetically altered in other feeder-free culture systems. For 
example, US 2003/0017589 Al describes a feeder-free system using non-conditioned 
medium, and its use for making genetically altered cells. 

Since the genetically altered cells in the 6,800,480 patent can be made by methods other than 
those in the claims as presented above, the claims are not obvious over the claims in the issued patent. 
Accordingly, no Terminal Disclaimer is needed 

Furthermore, a Terminal Disclaimer was filed with respect to the *480 patent on May 13, 

2005, 
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Fees Due 

Accompanying this Amendment are papers authorizing the Commissioner to charge the fee 
for the Appeal Brief and the extension of rime to applicant's deposit account. 

Should the Patent Office determine that an extension of time or any other relief is required for 
further consideration of this application, applicant hereby petitions for such relief, and authorizes the 
Commissioner to charge the cost of such petitions and other fees due in connection with the filing of 
these papers to Deposit Account No. 07-1 139, referencing the docket number indicated above. 



Respectfully submitted. 



GERON CORPORATION 




230 Constitution Drive 
Menlo Park, CA 94025 
Telephone: (650)473-7715 
Fax: (650)473-8654 

June 8, 2005 
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